Contrary to a clinical aphorism that early head and neck cancer is painless, we show that patients who develop head and neck cancer experience significant pain at the time of initial diagnosis. We compared orofacial pain sensitivity in groups of patients with normal oral mucosa, oral precancer, and newly diagnosed oral cancer. The University of California San Francisco Oral Cancer Pain Questionnaire was administered to these patients at their initial visit, before being prescribed analgesics for pain and before any treatment. In contrast to those with biopsy-proven normal oral mucosa and oral precancer, only oral cancer patients reported significant levels of spontaneous pain and functional restriction from pain. Moreover, oral cancer patients experienced significantly higher function-related, rather than spontaneous, pain qualities. These findings suggest an important predictor for the transition from oral precancer to cancer may be the onset of orofacial pain that is exacerbated during function. Screening patients who have new-onset orofacial pain may lead to a diagnosis of early resectable head and neck cancer and may improve quality of life and survival for head and neck cancer patients. Ó
Introduction
The overall 5-year survival rate for head and neck cancer has not significantly improved in the last 40 years [17] . The most important goal is to establish an early diagnosis at the first signs and symptoms of disease [20] . Early diagnosis is the most important determining factor for improving head and neck cancer survival because overall rates as high as 80-90% for the first stages of head and neck cancer may be achieved. The clinical presentation of head and neck cancer in advanced stages often demonstrates characteristic signs of malignancy [1] . In contrast, the clinical presentation of early malignant lesions, usually in the form of an erythroleukoplakic lesion, is often indistinguishable from precancerous lesions. Although pain is often recognized as an important symptom, a clinical aphorism has been that early head and neck cancers often go unnoticed because they are asymptomatic, and pain usually arises only when the cancer has reached a remarkable size [1, 22] .
The purpose of the present study is to compare orofacial pain sensitivity in groups of patients with normal oral mucosa, oral precancer, and newly diagnosed oral cancer. Here we demonstrate that patients who develop head and neck cancer experience significant pain at the time of initial diagnosis.
Methods

Study population and design
A cross-sectional analysis of 44 oral cancer patients (25 men, 19 women; mean age = 63 ± 2 years), 20 oral precancer patients (12 men, 8 women; mean age = 65 ± 3 years), and 21 normal oral mucosa patients (9 men, 12 women; mean age = 41 ± 4 years) referred to the University of California San Francisco (UCSF) Department of Oral and Maxillofacial Surgery from 2002 to 2010 was performed. The normal oral mucosa patients were healthy volunteers undergoing dental procedures such as wisdom tooth extraction or dental implant placement. The research protocol is in compliance with the Committee on Human Research at the University of California San Francisco.
Inclusion criteria for patients in the study were untreated, biopsy-proven normal oral mucosa, oral precancer, or oral squamous-cell carcinoma, and comprehension of the UCSF Oral Cancer Pain Questionnaire [7, 13] . Exclusion criteria were having a diagnosed psychiatric condition, addiction to pain medications or recreational drugs, and having taken pain medications in the previous 6 months. 
